-69- 



CLAIMS 




1 . A method for regulating expression of a tet operator-linkec^gene in a cell of a subject, 
comprising: 

introducing into the cell a nucleic acid molecule encoding a tetracycline-controllable 
transactivator (tTA), the tTA comprising a Tet repressor oper&bly linked to a polypeptide 
which directly or indirectly activates transcription in eucarymic cells; and 

modulating the concentration of a tetracycline, o/analogue thereof, in the subject. 



10 2. The method of claim 1 , wherein the Tet repj^ssor of the tTA is a Tnl 0-derived Tet 

* 

repressor. 



15 



3 . The method of claim 1 , wherein the polypeptide of the tTA which directly or 
indirectly activates transcription in eucaryotic cells is from herpes simplex virus virion 
protein 16. 



4. The method of claim 1, "wherein the nucleic acid molecule encoding the tTA is 
integrated randomly in a chromosome of the cell. 

20 5. The method of claim 1 , wherein the nucleic acid molecule encoding the tTA is 
integrated at a predetermined location within a chromosome of the cell. 
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6. The method/of claim 1 , wherein the nucleic acid molecule encoding the tTA is 
introduced into tfce cell ex vivo, the method further comprising administering the cell to the 
subject. 



7.^- ^-The-method of cl aim 1, wheieiix the tet oparator linked gene is an enaogenou! 
the cell which has been operatively linked tQAhgj£^^ sequence. 



30 8. Th?J»etfioJof claim 1, wherein the tet operator-linked gene is an exogenous gene 
wfargfThas been -introduced mio ihe^ cells. 
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9. ~- J FfrrmHKo3of claim 1, \yherein the tetracycline analogue is anhydrotetracychne^ 
doxycycline or cyanotetracycline. 

10. A method for regulatinge^preSsion of a gene in a cell of a subject, comprising: 
obtaining the celWrtJm the subject; 

introducjngmto the cell a first nucleic acid molecule which operatively links a gene to 
at least o&eiet oneiateF-secpienee; 



introducing into the cell a second nucleic acid molecule encoding a tetracycline- 
controllable transactivator (tTA), the tTA comprising a Tet repressor,operably linked to a 
polypeptide which directly or indirectly activates transcription in oucaryotic cells, to form a 
modified cell; / 

administering the modified cell to the subject; and / 

modulating the concentration of a tetracycline, or aenalogue thereof, in the subject. 

11. The method of claim 10, wherein the Tet repressor of the tTA is a TnlO-derived Tet 
repressor. / 

12. The method of claim 10, wherein the polypeptide of the tTA which directly or 
indirectly activates transcription in eucaryotic cells is from herpes simplex virus virion 
protein 16. / 

13. The method of claim 10; \yherein the nucleic acid molecule encoding the tTA is 
integrated randomly in a chrcMtiosome of the cell. 

14. The method of/flaim 10, wherein the nucleic acid molecule encoding the tTA is 
integrated by homologous recombination at a predetermined location within a chromosome 
of the cell. / 

15. The method of claim 10. wh efein theti^ ^ucleic acid molecule operativel y \\\\Vk — ■ 
m dflfl flnn m £mr nT l ln \ i l l I n nl IFrriTm^fr^ sequence. 

16. Tfagmethod Otc laim lU. whe rein tl^fifr st nnrleir arid molecule rn m p r i ^ -^ agnnp 

operatively linked to at least one J tet operaftoi^sequence. 



17. The method of claim 10,Avherein the tetracycline analogue is anhydrotetracycline, 
doxycycline or cyanotetracycline. 



